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Athough annwol influenza vaccination is recommended for persons aged =65 years, litle s
 known ahout the long-term effect of repeated annuol voccination on the immunologic response

in-this population: To assess this-effect, we recruited subjects aged =65 years during

influenze vaceination compaign in Buenos Aires in Aprl- 1996. =

Volunteess provided o blood specimen af the fime of vaccination and 3-4 weeks later and
onswered questions aboutprevious influenza vaccinations, chronic medical conditions, and
current medicotions. Sera wara tested for hemagglutinationnbibition gntibody titers to each of
the 3 straing in the 199596 influenza voccine, o
Aimong 165 subijects, 67 (41%) had no previous influenza vaccination, 58 (35%) had one,
ond 40 (24%) had =2. There were no'stafistically sigaificant differences in age or chronic
conditions eiong the aroups: Postvacdnation-{PV) geomerric mean fiters (GMTs) of
. antibodies to each of the vacdine anfigens were:highest among the group that had received
one previous influenza vaceination and lowsst among the group that had received >2. The
magnitude ond direction of our findings did not change when data were stratified by age or
chronic diseases. PV-6MTs amang healthy-participonts were up to 60% higher than omong
those whohad ¢hronic diseases but were ot significantly different among age groups.
Seventythree fo 95% ond 64%86% of subjects from all groups had PV fiters =1:40 and
=180, respectively, which hava heen previously conelated with protection, depending on the
. difigen tested. : '

-+ These findings support the secommendation for annual voccination of persons aged =65 years.

L P'I 4Effecl of Prior Vaccination on Antibody Responses to Inactivated

Influenza Vacdne in Years When Vaccine Components Change and
in Years Without u Change in Vacdne Components
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Objectives: There confinues to be occasional concer regarding the effect of annual
immunization on the response to influenza vaccine, particularly in years when the vaccine
formulation does not change. The obiective of this study was to compare the effect of prior
vaccination both in years when the vaccing formulation changed and when it did not.

Meihods: A total of 97 healthy adults received a single dose of licensed trivalent inactivated
nfluenza vaceing inframuscularly in two studies conducted in sequential years, and the serum
anfibody response was determined by hemagglutination-inhibition. Data was analyzed by the
subject's seli-reported vaccine history.

Results: During the two year interval, sach of the strains of the trivalent vaccine was changed
once. A history of prior vaccination was associated with a significantly decreased frequency of
anfibody responses o the H1 and B components in the year that those strains were changed.
Rates were also somewhat lower in previously vaccinated subjects in the yeor when the
components did not change, but the differences in rates were not stafistically significant. There
was no effect of prior vaccination on the sate of response to the H3 component in either year.
Prior vaccination either had no effect (H3 viruses) or increased slightly (H1 and B viruses) the
proportion of individuals achieving profective fiters fo each of the tree components of the
vaccine in both years.

Conclusions: These data generally support the policy of annual vaccination with inactivated
influenza vaccine.
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. During the 1996-97 influenza season, a blinded randomized confrofled trial was conducted
among:childreri 2460 months of age atfending doy care centers to evaluate the efficacy and
affectiveness of inflienza vaccine A totol of 145 hildren maiched for age were enrofled from
10 large: doy care centers and randomized:to teceive in (74 children) or hepatitis A

vaceine {71 children) o5 @ placebo. Serolagic response to vaccing wos evaluated via
 hemagglutination inhibition (HI) antibody; influenza infections were identified based on four-
“fold titer rises 1o Hl during the influenza period. Clinicalflness data was obtained via
telephone inferviews conducted with pare i i
 demonstiated influenze A(H3NZ) and B acivity
. tosted, 16% (8/51) had influenza A(H3NZ
Vacdne efficacy in preventing infection wes 0
ACHINZ) and B, children wh
- serologic response-fo vacdine
vaiceing effectiveness-aguinst influenze-ike 1
period, cluster onalysis demonshated effect g0
infections during the first 6 weeks (vaccine effectiveness-[VE
significontly greater than that during the lust 8 weeks (VEF=0.11, p=0.
5. lost 8 weeks). Children attending day care appear to b at high risk of influenza infection.
' Those with prior influenza infections are more fikely to develop @ vacdne fesponse whichis
protective agoinst infection. farger studies are needed fo further define the efficacy ond.
effectiveness of influenzo.voccine in these childen.. = .

uenza period: among controls
1) had influenzo B infection.
0). For both influenza

P‘I 6Neonuml Group B Streptococcal Disease:
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Group B Straptococcus (GBS) is the leading cause of bacterial sepsis and meningitis among
neonates, and is also responsible for morbidity in women during parturition. Protective
immunity is targeted to the GBS capsular polysaccharide (CPS) antigens. As vaccne
scandidates, purified CPS antigens failed to elicit profeciive fevels of CPS type specific aniibody
in nonimmune adults, a finding that led to the development of conjugate vaccines. Qur goal is
o develop a pentovalent GBS vaccine to the five serotypes most often encountered in U.S.
populations. A safe GBS conjugate vaccine given to women at 30 fo 32 weeks of gestation
could result in protection against GBS infection in both mother and infunt. Preclinical testing,
and phase 1 and phase 2 clinical trigls in adult, non-pregnant women (n=420, 11 tricls) have
been accomplished with conjugate vaccines of serotypes la, Ib, I, 1ll, and V. Tetonus toxoid
was used as the cardier profein for ol CPS because of its well-documented history of safe use
in pregnant women. CRM,,, was also used successfully as a carrier protein for GBS type V

(PS. Overall, conjugate vaccines were welktolerated with minimal reactivity. Significant rises in
nunacnacific laf wara chearvad 7 wasks after vaccination and each conivante elicited higher
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levels of antibody fo CPS compared to the equivalent dose of uncoupled CPS. Based on results
from dose-response studies and estimates of the level of protective immunity, a pentavalent
(BS conjugate vacdne formulation is proposed.



